INTRODUCTION
Benign Prostatic Hyperplasia (BPH) and its associated symptomatology affect many men worldwide, the prevalence is over 210 million men and up to 50% of men >50 year-old experience LUTS from BPH (1) . BPH has been linked to two factors: age and the presence of testosterone and two drug classes became accepted standard of care 3 decades ago: 5-alpha-reductase inhibitors (5-ARI) and Alpha-blockers (2) . The 5-ARI block the intra-prostatic conversion of testosterone to more potent androgen dihydrotestosterone (DHT) and thus reduce the growth effects of androgens on the prostate (3). But 5-ARI also depress serum prostate-specific antigen (PSA) concentrations by approximately 50% (4) . In 2003 an article with 18,000 men who randomly were assigned to receive either 5 mg of finasteride or a placebo, the finasteride group had a 25% lower risk of being diagnosed with prostate cancer (PC), but a 68% higher risk of being diagnosed with a high-grade (HG) disease. That study encourage urologists and general practioners (GP) to prescribe finasteride for PC prevention (5) . Recently, an article has reopened an important discussion: Can 5-ARI use delay PSA-based PC diagnosis or even increase the risk of a more advanced PC at time of diagnosis when PSA's effect is disregarded (6) .
The 5-ARI acts by preventing the intracellular conversion of testosterone to DHT. However, this enzyme does not occur in normal or even malignant prostatic epithelial cells, but in stromal cells. Etzioni et al. demonstrated that significant PC (GS>6) rarely occur in prostatic stroma, thus 5-ARI would have little effect on GS≥7 PC, not benefiting in the reduction of these cases (7) . But 5-ARI has the ability to reduce PSA production by the prostatic stroma. So, men using 5-ARI need to have their PSA multiplied by factor 2 in the first 2 years of use, by 2.3 between 2 and 7 years and by 2.5 after 7 years of use. Using this correction, screening remains effective in men using 5-ARI (7) .
The concern is that these drugs are widely used to treat BPH for long periods of time and are often prescribed by non-urologists. Approximately 90% of PSA screening tests are ordered in primary care by GPs or internists, just 7% were ordered by urologists (8, 9) . There is no reliable data in Brazil and it is believed that between 25-30% of PSAs are requested by urologists in private health insurance. But in the public system, serving 70% of the population, the situation is quite different. The official recommendation is that "… upon initial evaluation by the GP, men with suspected PC should be referred to medium-complexity outpatient clinics where the urologist makes the diagnos-
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Wilson F. S. Busato Júnior 1, 2 tic investigation." (10) . Finasteride is offered by the public system at no charge. Thus, the suppression of PSA by 5-ARI may not be taken into consideration, delaying the time to refer to the urologist, to biopsy indication and, consequently, worsening oncological results. Men diagnosed with local or regional metastasis from PC have a 5-year survival of 99%; however, men diagnosed with distant disease have a 29% chance of 5-year survival (11) .
In the study 80,875 men from the Veterans Affairs Health Care System were evaluated where 8,587 were using 5-ARI at the time of diagnosis of PC. Comparing with those who did not use, these men had longer time between PSA elevation (3.6 years vs. 1.4 years) and biopsy. The mean adjusted PSA at the time of biopsy was significantly higher for 5-ARI users than non-users (13.5 ng/mL vs 6.4 ng/mL). Patients treated with 5-ARI were more likely to have GS≥8 (25.2% vs 17.0%), clinical stage ≥T3 (4.7% vs 2.9%), positive lymph nodes (3.0% vs 1.7%) and metastatic disease (6.7% vs 2.9%) than non-users. Finally, this study found 5-ARI users to be at greater risk for PC specific mortality than non-users (13% vs 8%), corresponding to an adjusted 39% incremental risk. They concluded that the pre-diagnosis use of 5-ARI was associated with a late diagnosis and worse cancer-specific outcomes in men with PC. Highlight the continuing need to raise awareness about 5-ARI-induced PSA suppression among non-urologists (6) .
One of the possible reasons why GPs do not adjust PSA in men taking 5-ARI is the lack of information about it. In fact, the guidelines (AUA, ASCO, UAE, BSU) do not recommend a PSA cutoff in men using 5-ARI to indicate biopsy. It would be important for societies to campaign among all primary care physicians to clarify this issue. Another possible cause is the combined use of 5-ARI with alpha-blockers (combo) that may lead non-urologists to misperceive as monotherapy. On the other hand, urologists need to discuss these issues related to 5-ARI use with patients, explaining that PSA should continue to fall while taking medication and that if there is an increase, the risk of can-cer increases by 3x and the risk of a high grade disease increases by 6x (12) .
Finally, it is worth leaving Dr. Resnick's words: "... the available data suggest that 5-ARI use is safe. What is not safe, however, is ignoring the PSA suppression associated with 5-ARI therapy."nfer some protection to the urinary tract function.
